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SUM Telomeres are critical to the maintenance of chromosomal 

integrity and replication potential. Defective telomeres result 

in fused chromosomes and a block in chromosome separation during mitosis, 

while a loss of telomeric DNA sequences below an apparent lower threshold 

coincides with cell senescence. On the other hand, addition of telomeric 

repeats to chromosome breakpoints leads to chromosome healing. The 

elongation of telomeres is regulated by its length and is 

mediated by telomerase, and enzyme which is also induced by 

chromosome fragmentation. In the absence of telomerase, each 

cell division leads to loss of telomeric repeats because DNA polymerase 

cannot replicate the end of linear DNA molecules, the newly universal 

presence of telomerase in tumor cells and its infrequent 

presence in somatic cells suggests that telomerase inhibition 

may result in selective antitumor activity. However, the current belief is 

that telomerase inhibitors do not have significant antitumor 

activity, because telomere shortening due to telomerase 

inhibition occurs slowly (e.g. 40% shortening after 70 doublings in human 

B cells) and because cell replication can continue until the pre-existing 

telomeres are decreased to the critical minimum length. For 

example, cell death due to silencing of telomerase occurs only 

after 23-26 doublings. This application proposes to study the effects of 

anticancer drugs on telomere, and to determine whether 

telomere integrity and telomerase play a role in drug 

activity. 
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*FULL TEXT IS AVAILABLE IN THE ALL FORMAT* 
AB NEW YORK, April 21 /PRNewswire/ -- Bristol-Myers Squibb Company (NYSE: 

BMY) today reported record sales and earnings for the first quarter ended 

March 31, 1998. 

"The results this quarter highlight the continuing strength and vitality 
of many of our key product franchises around the world, " said Charles A. 
Heimbold, Jr., chairman and chief executive officer. "We saw excellent 
growth across the pharmaceutical and beauty care segments of the company. 
The U.S. marketplace is particularly vibrant, with strong trends for 
PRAVACHOL, GLUCOPHAGE, SERZONE, BUS PAR and TAXOL. Many of our 
other key pharmaceutical products also increased sales at double digit 
rates. At the same time, our beauty and personal care businesses — with 
Clairol at the lead — are extending their reach across the globe with 
successful hair care brands like HERBAL ESSENCES and DAILY DEFENSE. 
Bristol-Myers Squibb is widely recognized for the balance and strength of 
its businesses. The solid performance of the first quarter is evidence of 
a great product portfolio and superior execution in the marketplace." 
Sales for the first quarter grew 10% (14% excluding the effect of foreign 
exchange) to $4.4 billion from $4.0 billion in 1997. Domestic sales 
increased 16%, and international sales increased 2% (11% excluding the 
effect of foreign exchange). 

The consolidated sales growth resulted from a 12% increase due to volume, 
a 2% increase due to changes in selling prices and a 4% decrease due to 
foreign exchange rate fluctuations. Excluding the effect of foreign 
exchange, beauty care sales increased 30%, pharmaceutical sales increased 
17%, nutritional sales increased 6%, consumer medicines sales increased 1% 
and medical devices sales decreased 3%. Excluding the divestiture in 
December 1997 of Zimmer f s arthroscopy and surgical powered instrument 
business, medical devices sales increased 11%. 
THIS IS AN EXCERPT: COPYRIGHT 1998 PR Newswire Association, Inc. 
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AB Ovarian cancer is the gynecologic cancer with the highest mortality. 

During the last several years, significant advances have been made in risk 
determination, surgical therapy, and chemotherapy. Important inroads have 
also been made regarding gene therapy of ovarian cancer. The recent 
discovery of the BRCA1 gene proved the existence of an autosomal dominant 
inheritance pattern of breast and ovarian cancer based on point mutations 
causing dysfunction in this large greater than 20 kb protein. No 'hot 
spots 1 for mutations have been identified thus far, making the individual 
diagnosis complicated and expensive. Since only 5% of individuals with 
ovarian cancer have a conclusive family history, the need for risk markers 
of sporadic disease is great. p53PIN3 and aberrations such as PROGINS in 
the progesterone receptor gene show promise in this regard. In ovarian 
cancer treatment, radical surgical removal of the primary tumor is crucial 
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to improve prognosis. CUSA surgery and stapling techniques for bowel 
resections and reanastomosis provide increased options for radical surgery 
without increasing patient risk. The array of prognostic factors and the 
understanding of tumor growth may be broadened by including revised modes 
of interpretation of estrogen receptor status and research in the area of 
orphan steroid receptors such as COUP-TF. Also, p53 mutations may play a 
role in this context. Postoperative chemotherapy is shifting towards a 
first line combination of Taxol and cisplatin as recent data 
indicate a 108 survival advantage with combined therapy. Second line 
treatment is problematic. Angiogenesis inhibitors, metallocenes and 
telomerase inhibitors are under investigation. There is presently 
clinical promise regarding gene therapy in the context of high-dose 
chemotherapy, where the MDR gene is transfected into bone marrow cells ex 
vivo. The bone marrow is reinfused and dose intensity for Taxol 
can be increased due to bone marrow resistance. In vivo gene therapy will 
be available to patients in the near future. Vector systems are 
adenoviruses, adenoassociated viruses and retroviruses. Research 
efforts are directed at intratumoral transfection of suicide genes, tumor 
suppressor genes and immune mediators. Advances in the treatment of 
chemotherapy side effects are serotonin antagonists against nausea and 
growth factors against leukopenia where crossreactivity with tumor 
promoting mechanisms may have to be considered" in the choice of the bone 
marrow stimulant. 
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AB The present invention relates to a novel drug discovery system for 

generating and screening molecular diversity. The system provides 
methods for mixing and cloning genetic materials from a plurality of 
species of organisms in combinatorial gene expression libraries to 
generate novel metabolic pathways and classes of compounds. The system 
also involves methods for pre-screening or identifying for host 
organisms containing a library that are capable of generating such novel 
pathways and compounds. The host organisms may be useful in drug 
screening for particular diseases, and in commercial production of 



18/12/2002 20:52 



compounds of interest. The methods of the invention are also useful in 
preserving the genomes of organisms that are known or prospective 
sources of drugs. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides conjugates of cis-docosahexaenoic acid and 

taxanes useful in treating cell proliferative disorders. 
Conjugates of paclitaxel and docetaxel are preferred. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The present invention relates to a novel drug discovery system for 

generating and screening molecular diversity. The system provides 
methods for mixing and cloning genetic materials from a plurality of 
species of organisms in combinatorial gene expression libraries to 
generate novel metabolic pathways and classes of compounds. The system 
also provides mobilizable combinatorial gene expression libraries that 
can be transferred from one species of host organism to another for 
expression. Also provided are specialized cloning vectors for making 
mobilizable gene expression libraries. The system also involves methods 
for pre-screening or identifying for host organisms containing a library 
that are capable of generating such novel pathways and compounds. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The invention discloses the use of incensole and/or f uranogermacrens, 
derivs. metabolites and precursors thereof in the treatment of neoplasia, 
particularly resistant neoplasia and immundysregulatory disorders. These 
compds. can be administered alone or in combination with conventional 
chemotherapeutic, antiviral, antiparasite agents, radiation and/or 
surgery. Incensole and f uranogermacren and their mixture showed antitumor 
activity against various human carcinomas and melanomas and antimicrobial 
activity against Staphylococcus aureus and Enterococcus faecalis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides conjugates of fatty alcohols and pharmaceutical 

agents useful in treating cancer, viruses, psychiatric disorders. 
Compositions, pharmaceutical preparations, and methods of preparation of 
the fatty alcohols-pharmaceutical agent conjugates are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The present invention relates to novel human DDCR polypeptides and 

isolated nucleic acids containing the coding regions of the genes 
encoding such polypeptides. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human DDCR 
polypeptides. The invention further relates to diagnostic and 
therapeutic methods useful for diagnosing and treating disorders related 
to these novel human DDCR polypeptides. 
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AB The invention provides conjugates of cis-docosahexaenoic acid and 

pharmaceutical agents useful in treating noncentral nervous system 
conditions. Methods for selectively targeting pharmaceutical agents to 
desired tissues are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides methods employing iterative cycles of 

recombination and selection/screening for evolution of whole cells and 
organisms toward acquisition of desired properties. Examples of such 
properties include enhanced recombinogenicity, genome copy number, and 
capacity for expression and/or secretion of proteins and secondary 
metabolites . 
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AB The invention provides conjugates of fatty acids and pharmaceutical 
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The invention provides methods employing iterative cycles of 
recombination and selection/screening for evolution of whole cells and 
organisms toward acquisition of desired properties. Examples of such 
properties include enhanced recombinogenicity, genome copy number, and 
capacity for expression and/or secretion of proteins and secondary 
metabolites . 
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AB The invention provides methods employing iterative cycles of 

recombination and selection/screening for evolution of whole cells and 
organisms toward acquisition of desired properties. Examples of such 
properties include enhanced recombinogenicity, genome copy number, and 
capacity for expression and/or secretion of proteins and secondary 
metabolites. J 
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The invention provides methods employing iterative cycles of 
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organisms toward acquisition of desired properties. Examples of such 
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AB Methods 


and 


compns . 


are 


provided for modulating 


the 


activity of 







therapeutic agents for the treatment of a cancer by administering one or 
more agents that (either alone or in combination) induces telomere 
damage and inhibits telomerase activity in the cancer cell. The 
method initially uses, e.g., a telomere damage-inducing agent 
such as paclitaxel, and a telomerase inhibitory agent 

such as AZT. The invention also provides methods for identifying other 
agents with telomere damage-inducing activity and/or 
telomerase inhibitory activity (as well as and compns. having such 
activity), for use in the treatment of cancer. 
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*FULL TEXT IS AVAILABLE IN THE ALL FORMAT* 
NEW YORK, April 21 /PRNewswire/ Bristol-Myers Squibb Company (NYSE: 
BMY) today reported record sales and earnings for the first quarter ended 
March 31, 1998. 

"The results this quarter highlight the continuing strength and vitality 
of many of our key product franchises around the world, " said Charles A. 
Heimbold, Jr., chairman and chief executive officer. "We saw excellent 
growth across the pharmaceutical and beauty care segments of the company. 
The U.S. marketplace is particularly vibrant, with strong trends for 
PRAVACHOL, GLUCOPHAGE, SERZONE, BUSPAR and TAXOL. Many of our 
other key pharmaceutical products also increased sales at double digit 
ra tes. At the same time, our beauty and personal care businesses — with 
Clairol at the lead -- are extending their reach across the globe with 
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successful hair care brands like HERBAL ESSENCES and DAILY DEFENSE. 
Bristol-Myers Squibb is widely recognized for the balance and strength of 
its businesses. The solid performance of the first quarter is evidence of 
a great product portfolio and superior execution in the marketplace." 
Sales for the first quarter grew 10% (14% excluding the effect of foreign 
exchange) to $4.4 billion from $4.0 billion in 1997. Domestic sales 
increased 16%, and international sales increased 2% (11% excluding the 
effect of foreign exchange) . 

The consolidated sales growth resulted from a 12% increase due to volume, 
a 2% increase due to changes in selling prices and a 4% decrease due to 
foreign exchange rate fluctuations. Excluding the effect of foreign 
exchange, beauty care sales increased 30%, pharmaceutical sales increased 
17%, nutritional sales increased 6%, consumer medicines sales increased 1% 
and medical devices sales decreased 3%. Excluding the divestiture in 
December 1997 of Zimmer's arthroscopy and surgical powered instrument 
business, medical devices sales increased 11%. 
THIS IS AN EXCERPT: COPYRIGHT 1998 PR Newswire Association, Inc. 



L10 ANSWER 14 OF 1' 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL 

1998:98932 USPATFULL 

DHA-pharmaceutical agent conjugates of taxanes 
Shashoua, Victor E . , Brookline, MA, United States 
Swindell, Charles S., Merion, PA, United States 
Webb, Nigel L., Bryn Mawr, PA, United States 
Bradley, Matthews 0., Laytonsville, MD, United States 
Neuromedica, Inc., Conshohocken, PA, United States 
(U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 5795909 19980818 

US 1996-651312 19960522 (8) 

Utility 

Granted 

Jarvis, William R. A. 

Wolf, Greenfield & Sacks, P.C. 

12 



1 

27 Drawing Figure (s); 14 Drawing Page(s) 
2451 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides conjugates of cis-docosahexaenoic acid and 

taxanes useful in treating cell proliferative disorders. 
Conjugates of paclitaxel and docetaxel are preferred. 
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